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(2 mg/mt)
Each mL contains: Doxorubicin HCH

2 mg, sodium chloride 0.9% and water
for injection q.s.*

Hydrochloric acid is used to adjust pH to
a target of 3.0.

WARNING: Severe celluiitis, vesication
and tissue necrosis will occur if doxo-
eubicin HC is extravasated during
adgministration,

*Patent pending
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75 mg
(2 mg/mb)

STERILE, ISOTONIC SOLUTION
FOR INTRAVENOUS USE ONLY
Store under refrigeration 2°-8°C (36°-46°FL

Protect from light. Retain in carton until
time of use.

*Manufactyred under pracess of U.5. Pat.
3,803,124

CAUTION: Federal taw prohibits dispens-
ing without prescription.

37.5 mlL SINGLE DOSE VIAL

A ¥

75 mg

(2 mg/mlb)

USUAL OQSAGE: Before administering,
read package insert for complete pre-
scribing and product information,

CONTAINS NO PRESERVATIVE —Discard
unused portion.
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75 mg
(2 mg/mL)

STERILE, ISOTONIC SOLUTION
FOR INTRAVENOUS USE ONLY
Store under refrigeration 2°-8°C (365-46°FL

Protect from light. Retain in cal\oﬂyynﬂ
time of use. .

*Manulactured under pracess of U.S. Pat.
3.803,124.

CAUTION: Federal taw prohibits dispens-
ing without prescription.

37.5 mL SINGLE DOSE VIAL
y mven :
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ADRIAMYCIN PFs®
(DOXORUBICIN HCl
. INJECTION, USP)
-—% , ~ AADA 63-165
e - 100 mg Vial Label
' ‘ Part # 059940393

Each mL contains: Doxorubicin HCI

NDC 0013-1177-88 WARNING: Severe cellulitis,
2 mg, sodium chioride 0.9% and R ! AR

vesication and tissue necrosis

water for injection q.s. Mydrochloric i A . e will occur if doxorubicin HCl is
acid is used to adjust pH to a target ADR'AMYCIN PF during administration.
of 3.0 .}Wlh‘ HVDRDCHLOHI : CONTAINS NO PRESERVATIVE
S(::e u!;ﬁlev refrigeration, 2°-8°C d - Oy portion.
13646
Protect from light. Retain in can 100 Tg ATORIES

ight. carton 2 i H|
until time of use, (2 mg/ j OHIO 43716
USUAL DOSAGE: Before admin- STERILE, ISOTONI
istering, read package insert for for INTRAVENOVY s
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without prescription.
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100 mg

(2 mg/ml)

Each mL contains: Doxorubicin HC!

2 mg, sodium chlonde 0.9% and water
for injection

Hydrochloric acnd is used to adjust pH to
a target of 3.0

WARNING: Severe cellulitis, vesication
and tissue necrosis will occur if doxo-

rubicin HC! is extravasated during
administration.

*Patent pending
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100 mg

(2 mg/mL)

STERILE, ISOTONIC SOLUTION

FOR INTRAVENOUS USE ONLY

Store under refrigeration 2°-8°C (36°46°FL

Protect irom light. Retain in carton until
time of use.

*Manuiactured under process of U.S. Pat.
3,803,124

CAUTION: Federal law prohibits dispens-
ing without prescription.

50 mL SINCI.E DOSE VIAL

100 mg

(2 mg/ml)

USUAL DOSAGE: Before administering,
read package insert for complete pre-
scribing and product information.

CONTAINS NO PRESERVATIVE—Discard
unused portion.

ADRIA LABORATORIES
COLUMBUS. OHIO 43216

100 mg

(2 mg/ml) -
STERILE, ISOTONIC SOLUTION

FOR INTRAVENOUS USE ONLY

Store under refrigeration 2°-8°C (36°46°F)

Protect from light. Retain in carton until
time of use.

*Manufactured under process of U.S. Pat.
3.803,124

CAUTION: Federal law prohibits dispens-
ing withaut prescription..

50 mL SINGLE DOSE VIAL
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ADRIAMYCIN PrsT ORROVED

(DOXORUBICIN HYDROCHLORI g
INJECTION, USP) 2
- FORINTRAVENOUS USE ONLY JL 9933
WARNINGS

1. Severe local tisgue necrasis will occur if there is axtravasation during administration (See Dosage and Ad-
ministration). ADRIAMYCIN PFS must not be given by the intramuscular or subcutaneous route.

2. Serious irreversible myocardial toxicity with delayed congestive failure often unresponsive to any cardiac
supportive therapy may be encountered as total dosage approaches 550 mg/m2. This toxicity may occur at
lower cumulative doses in patients with prior mediastinal irradiation or on concurrent cyclophosphamide
therapy.

3. Dosage should be reduced in patients with impaired hepatic function.

4. Severe myelosuppression may occur.

5. ADRIAMYCIN PFS should be administered only under the supervision of a physician who is experienced
in the use of cancer chemotherapeutic agents.

OESCRIPTION: Doxorubicin is a cytotoxic anthracyciine antibiotic i from cultures of Streptomyces peucetius
var. caesius. Doxorubicin consista of a naphthacenequinone nucleus linked through a glycosidic bond at ring atom
7 to an amino sugar, dauncsamine. The structural formula is as follows:

0 OH Q ,

Ca7H2gNO¢ - HCI
Formula Weight-579.99

HCI

NR,
Doxorubicin binds to nucleic acids, presumably bz:speciﬂc intercalaﬂon ofthe planar amhracychno nuc|eus withthe

DNA doubie heilx. The anthracycline ring is lipophil ot the ring sy bundant hydrox:

n groups adjacent to the amino sugas, producing a hydrophilic center. The molecule is amphoteric, eontammg nddic
inctions in the ring phenaic groups and a basic function in the sugar amino group. it binds to cell membranes as well

as plasma proteins,

ADRIAMYCIN PFS® (doxombbcm hydrochioride in , USP) s a sterlle, Isotonic solution containing no preser-

vative, forintr only, blein5mL (1 mg).lOmL(ZOmg) 25mL (50 mg), 37.5mL (75mg), and S0mL

(100 mg) smgledosovmlaand 100 mL (200 mg) muitidose vial,

Each mL contains doxorubicin hydrochioride and the foliowing lnacﬁve ingredients: sodium chloride 0.996 and water

for injection q.8. Hydrochloric acid is used to adjust pH to a target pH o1 3.0.

CUNICAL PHARMACOLOQY: not completety elucidated, the mechanism of action of doxorubicin is related
to ita abiiity to bind DNA and inhibit amdsgnm Caeil cutture studies have demonstrated rapid cefi penetration
and perinucieolar chromatin binding, rapid inhibition of mitotic acﬁvhy and nucieic acid synthesis, mutagenesis and

chromosomal aberrations. Animal studies have shown act! In a spectrum of experimental tumors, immunosup-
pmabn can:inogonlc properties in rodents, induction of of ava of toxic effects, lndudlng delayed and progressive
Y, my ppression in all sp and atrophy to testes in rats and dogs.

Pha.rnmoklneﬂc studies show the intravenous admlnmraﬂon of normal or radiolabeled doxorubicin is followed by
rapid plasma clearance and significant tiasue bindi Unnar‘::cmﬂon as determined by fluorimetric methods, ac-
counta for approximately 4 to 5% of the administe: days. Billary excretion represents the major excre-
tion route, 40 to 50% of the mlnistorod dose being roeovcnd inthe blle or the teces in seven dayu Impairment of
liver function results in slower , and cof and inp and
tissues. Doxorubicin does not croas the blood brmn barrier.

INDICATIONS AND USAGE: ADRIAMYCIN® (Doxorubicin HCI, USP) for injaction has been used successfully to
produca 1 ionin rated r ic conditions such as acute hoblastic leukemia, acute myeloblastic
leukemia, Wilms' tumor, neuroblastoma, soft tissue and bone sarcomas, breast carcinoma, ovarian carcinoma, tran-
sitional cell bladder carcinoma, thyroid carcinoma, lymphomas of both Hodgkin and non-Hodgkin types, bronchogenic
carcinoma in which the small cell histologic type is the most responsive compared to other cell types and gastric car-
cinoma.

A number of other solid tumors have also shown some responsiveness but in numbers too limited to justity specific
recommendation. Studies to date have shown malignant melanoma, kidney carcinoma, large bowet carcinoma, brain
tumors and metastases to the central nervous system not to be significantly responsive to ADRIAMYCIN therapy.

CONTRAINDICATIONS: ADRIAMYCIN therapy should not be started in patients who have marked myelosuppres-
sion induced by previous treatment with other antitumor agents or by radiotherapy. Conclusive data are not available
on pre-existing hear disease as a co-factor of increased risk of ADRIAMYCIN induced cardiac toxicity. Preliminary
data suggest that in such cases cardiac toxicity may occur at doses lower than the recommended cumulative limit.
Itis theretore not recommended to start ADRIAMYCIN in such casss. ADRIAMYCIN tr is contraindi din
patients who received previous treatment with complete cumumrve doses of ADRIAMYCIN and/or daunorubicin.

WARNINGS: Special attention must be given to the cardiac toxicity exhibited by ADRIAMYCIN. Although uncommon

acute left ventricular failure has occurred, particularty in patients have receivad total dosage of the exceeding
the currently recommendad limit of 550 mglmi This limit appears 10 be lower (400 mg/m?) in patients who received
radiotherapy to the mediastinal area or concomitant therapy with other potentially cardiotoxic agents such as
cyclophosphamide. The total dose of ADRIAMYCIN administered to the individual patient should also take into ac-
count previous of concomitant the with refated compounds such as daunorubicin. Congestive heart failure and/or
cardiomyopathy may be encountered several weeks after discontinuation of ADRIAMYCI therapy. Children appear
1o be at particular risk for development of delayed doxorubicin cardiotoxicity in that doxorubicin impairs myocardial
growth as they mature, leading to possible subsaquent development ot congesuve heart tailure during earty adulthood.

Cardiac tailure is often not tavorably affected by presently known medical or phy lhompyfor diac support. Early
dlmcald:aonoabcldmglnducodheamaﬂumappsmtnbemmlalfa with digitalis, diuretics,
low salt diet and bed rest. Severs cardiac toxicity may oocur precips -ﬂmouu- % EKG changes. A baseline

EKG and EKGs performed prior looacndmoorcoumaﬁor:mmgn#wmmulaﬂvedosohasboon ven is suggested.

Transient EKG changes consi A”yoi T-wave flattening, S-T depression and arThythmias lasting for up to two weeks

after a dose or course of ADRI CIN are presently not considered indications for suspension of ADRIAMYCIN

. ADRIAMYCIN cardi thy has been reported to be associatad with 8 persistent reduction in the

ofthe QRS wave, a prolongation o the systolic time interval and a reduction of the ejection fraction as determined
raphy or radionuclide angiography. None of thesa tests have yet been confirmed to consistently iden-

tity those individual patients that are approaching their maximally tolerated cumulative dose of ADRIAMYCIN. If test

results indicate change in cardiac function associated with ADRIAMYCIN the benefit of continued therapy must be

caretuily evaluated against the risk of producing irreversibie cardiac damage.

Acute life-threatening arrhythmias have been reported to occur during or within a few hours after ADRIAMYCIN agd-

ministration.
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Doxonybicin binds to nucleic acids, presumably by specific intercalation of the planar anthracycline nucieus with the

DNA doubie heiix. The anthracycline ring is lipophilic but the saturated end of the ring system contains abundant hydrox-

mgroups adjacent to the amino sugar, producing a hydrophilic center. The molecule is amphoteric, containing acidic
nctions in the ring phenolic groups and a basic function in the sugar amino group. It binds to cell membranes as weil

as plasma proteins.

ADRIAMYCIN PFS® {doxorubicin hydrochloride injection, USP) is a sterile, isotonic solution containing no preser-

vative, for intravenous use only, avaitabiein 5 mL (10 mg), 10 mL (20 mg), 25 mL (50 mg), 37.5mL (75 mg), and 50 mL

(100 mg) single dose vials and 100 mL (200 mg) multidose vial.

Each mL contains doxorubicin hydrochioride and the following inactive ingredients: sodium chioride 0.9% and water

for injection q.8. Hydrochloric acid is uaod to adjust pH to a !mget pHot3.0.

CUNICAL PHARMACOLOGY: h d, the ism of action of doxorubicin is related
mmmwmumomwmmu ncnd nthesis. wlwmnwmhavedonm\wmedraww pengtration

and parinucieol. ding, rapid inhibition of mitotic activity and nucleic acid synthesis, mutagenesis and
chromosomal abonaﬁons Animal studies have shown in a spectrum of experimental tumors, iMmunosup-

pression, Carcinoganic properties in rodents, induction of a of toxic effects, including delayed and progressive
cardiac toxicity, myelosuppression in all species and atrophy to 18stes in rats and dogs.
Pharmacokinetic studies show the intravenous administration of normal or radiolabeted doxorubicin is followed by
rapid plasma clearance and significant tissue binding. Urinary excretion, as determined by fluorimetric methods, ac-
counts tor approximately 4 to 5% of the administer dose in five days. Biliary excretion represents the major excre-
tion route, 40 to 5096 of the administered dose being recovered in the bile or me feces in seven days Impairment of
liver tunction results in slower excretion, and consequentty, incroased yand inp and
tissues. Doxorubicin does not croas the blood brain barrier.
INDICATIONS AND USAGE ADRIAMYCIN® (Doxorubicin HCI, USP) for injection has been used successfully to
progucs ri Vind inated neopiastic conditions such as acute lymphoblastic lpukemia, acute mysioblastic
leukemia, Wilms' tumor, neurablastoma, soft tissue and bone sarcomas, breast carcinoma, ovarian carcinoma, tran-
sitional cetl bladder carcinoma, thyroid carcinoma, lymphomas of both Hodgkin and non-Hodgkin types, bronchogenic
carcinornain which the small cell histologic type is the most responsive comparext to other cell types and gastric car-
cinoma.
A number of other solid tumors have also sShown some responsiveness but in numbers too limited to justity specific
recommendation. Studies to date have shown malignant melanoma, kidney carcinoma, large bowel carcinoma, brain
tumors and metastases to the central nervous system not to be significantly responsive to ADRIAMYCIN therapy.

CONTRAINDICATIONS: ADRIAMYCIN therapy should not be started in patients who have marked myetosuppres-
sion induced by previous treatment with other antitumor agents or bz radiotherapy. Conclusive data are not available
on pre-existing heart disease as a co-factor of increased risk of ADRIAMYCIN induced cardiac toxicity. Preliminary
data suggest that in such cases cardiac toxicity may occur at dosas iower than the recommendad cumulative limit.
ftis therelore not recommendedto start ADRIAMYCIN in such cases. ADRIAMYCIN treatment is contraindicated in
patients who received previous treatment with complete cumulative doses of ADRIAMYCIN and/or daunorubicin.

WARNINGS: Special attention must be given to the cardiac toxicity exhibited by ADRIAMYCIN. Afthough uncommon,

acute left ventricular failure has occurred, particularly in patients have recetved total dosage of the drug exceeding
the currently recommended limit of 550 n'ng/mz Thns limit appears to be lower (400 mg/m?) in patients who received
radiotherapy to the mediastinal area or concomitant therapy with other potentially cardiotoxic agents such as
cyclophosphamide. The tatal dose of ADRIAMYCIN administared to the individual patient should also taka into ac-
count previous or concomitant therapy with related compounds such as daunorubicin. Congestive heart failure and/or
cardiomyopathy may be encountered several weeks after discontinuation of ADRIAMYCIN therapy. Children appear
to be at particular risk for development of dolayed doxorublcm cardiotoxicity in that doxorubicin impairs myocardial
growth as they mature, leading to possibie subseq development of congestive heart failure during earty adulthood.

Camtacfmlumboﬂannahmbfydmwbymﬂykmmwamw cardiac support. Easty
clinical diagnosis of drug induced heart failure appears to be essential brsummlmaummwnh digitalis, diuretics,
{ow salt diet and bed rest. Severe cardiac toxicity may oocur p EXG changes. A baseline
EKG and EKGs performed prior oachdweoteoumoaﬁsrmwmcummumdmhasbeen iven is 8|
Transient EKG changes consisting of T-wave flattening, S-T depression and arthythmias lasﬂng of up to two weaks
after a dose or course of ADFII CIN are presantly not cor ind 18 for ion of ADRIAMYCIN
. ADRIAMYCIN cardiom has been reported to be i witha istent reduction in the voit
of the FS wave, a prolongation of the systolic time interval and a reduction of the e;ocuon fraction as determined
raphy or radionuclide angiography. None of these tests have yet been confirmed to consistentty ldon-
tifythosel ividual patients that are approaching their maximally tolerated cumulative dose of ADRIAMYCIN. 1f teat
results indicate change in cardiac tunction associated with ADRIAMYCIN the benefit of continued therapy must be
carefully evaluated against the risk of producing irreversible cardiac damage.
An]:uta Ilfo':hromomng arrhythmias have been reported to occur during or within a few hours after ADRIAMYCIN ad-
ministration

Mnahmxmofmmammm primarily of leukocytes, requi homatokz monitoring.
With the recommended dosage scheduie, ieukoponmsusuaﬂymiem. raacmng tsnadirat 10to 14 aftertroat-
ment with recuvery usually occurring by the 218t day. White biood cell counts as low as 1000mm? are to be expected
during treatment with appropriate doses of ADRIAM /CIN. Red biood cell and piatalet leveis should aiso be monitored
since they may alao be depressed. Hamatologic toxicity may raquire dose reduction or suspension or delay
ADRIAMYCIN mernpy Persiatent severe myelosuppression may result in superintection or hemorrhage.

ADRIAMYCIN may potentiate the toxicity of omer anticancer therapies. Exacerbation of cgoiophosphamnde Induc-

cysm enh Jrine have n reported. Radiation
‘ duced toxi Y X akln ‘and liver have been repoﬂod to be increased by the administra-
uon of ADRIAMYCIN

to recommended doses of ADRIAMYCIN taonha.neod byhopnlcimpalnnem theretore, prior to the individuat

ipr? evaluation of hepatic function is rec am y tests such as SGOT,
alkaline phosphatase and bilinubin. (See Dosage Administration).

Noeroﬁz!no colitis manifested by typhlitis (cecal inflammation), bioody stools and severe and sometimes fatal infec-

tions have been associated with a combination of ADRIAMYCIN given by i.v. dailyfor 3 and cytarabine given
by continuous infusion daity for 7 or mors daya. Bylv. push daly dars
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On intravenous administration of doxorubicin HC! extravasation may occur with or without an accompanying sting-
ing or burning sensation and even i blood retums well on aspiration of the infusion needie (See Dosage and ACministra-
tion). If any signs or symptoms of extravasation have accurred the injection of infusion should be immediately terminated
and restarted in another vein.

ADRIAMYCIN and reiated compounds have aiso boen shown to have mutagenic and carcinogenic properties when
testoed in experimental modeis.

Usage in Pregnancy—Sale use of ADRIAMYCIN in pregnancy has not been established. ADRIAMYCIN is embryotoxic
and teratogenic in rats and embryotoxic and abortitacient in rabbits. Theretore, the benetits ta the pregnant patient
should be carefully weighed against the potential toxicity to fetus and embryo. The possible adverse effects on tertili-
ty in maies and females in humans of experimental animais have not been adequately evaluated.

PRECAUTIONS:Initial treatment wlth‘ADRIAMYCIN requires close observation of the patient and extensive [aboratory

. .Mmonitoring. itis recommended, th @, that p: be hospitalized at least during the first phasa of the treatrment.

Like other cytotoxic drugs, ADRIAMYCIN may induce hyperuricemia secondary to rapid tysis of neoplastic celts. The
clinician shouid monitor the patient's blood uric acid level and be prepared to use such supportive and pharmacologic
moasures as might be necessary to control this problem.

ADRIAMYCIN imparts a red coloration to the urine for 1 loZdays after administration and patients shoulid be advised

to expect this during active therapy.

ADRIAMYCIN is not an anti-microblal agent.

ADVERSE REACTIONS:Dose limiting toxicities of therapy are my o jon and cardiotoxicity (See wamings).
Omerrnacﬂomraponodm
il Jopecia occurs in most cases. Hyperpigmentation of nailbeds and dermal croases,
ﬁ:,mamymchndm and have been reported in a few cases. Recall of skin reaction due to prior radiotherapy
occurred with ADRIAMYCIN administration.

QGastrointestinal—Acute nausea and vomiting occurs frequently and may be severe. Thia may be alleviated by an-
tiemetic therapy. Mucosgitis (stomatitis and esophagitis) may oecur Sto 10 days after administration. The effect may
ba severs leading to ulcaration and reprasents a site of origin for severe i a. The &

of administration of ADRIAMYCIN on three successive days resutts in the greatenncbdence and aovomy 01 mucoams
Ulceration and necrosis of the coion, sspecially the cecum, may occur leading to bleeding or severe infections which
can be fatal. This reaction has been reported in patients with acute non-tym, ic leukemia treated with a 3-day
coursa of ADRIAMYCIN combined ne. Anorexia and diarrhea have occasionally reported.

Vascular—Phlebasderosis has been reported aspecially when small veins are used or a singie vein is used for repeated
administration. Facial flushing may occur if the injection is given too rapidly.

Local—Severe cellulitis, vesication and tissue necrosis will occur if ADRIAMYCIN is extr d dyring admint
tion. Erythernatous streaking along the vein proximal to the site of the injection has been reported (See Dosage and
Administration).

Hypersenalitivity—Favar, chills and urticaria have been reported accasionally. Anaphytaxis may occur. Acaseof ap-
parent cross sensitivity to lincomycin has been reported.

Other—Conjunctivitis and tacrimation oceur rarely.

OVERDOSAGE: Acute overdosage with ADRIAMYCIN enhances the toxic affects of mucositis, leukepenia and throm-
bopenia. Treatment of acute overdosage consists of treatment of the sevarely myelosuppressed patiedt with
hospitelization, amubloucs platelet and granulocy(e transfusions and symptomatic treatment of mucositis. The 200
mgvialispackagedssa dose vial and caution should be exercised to prevent inadvertent overdosage.

Chronic overdosage with cumulanve doses exceeding 550 mg/m2increases the risk of cardiomyopathy and resus
tant congestive haart failure, Treatmen1 consists of vigorous management of congestive heart failure with drgnalur
preparations and diuretics. The use of peripherai vasoditators has been recommended.

DOSAGE AND ADMINISTRATION: Carein the administration of ADRIAMYCIN will reduce the chance of perivenoy
infiltration. it may aiso decrease the chance of local reactions such as urticaria and erythematous streaking. On i
ravenous agministration of ADRIAMYCIN, extravasation may occur with or without an accompanying stinging or buv-
ning sensation and even if biood returns well on aspiration of the infusion needle. It any signs or symptoms of
extravasation have occurred, the injection or infusion should beimmediately terminated and restarted in anothar vein.
If it is known or suspected that subcutaneous extravasation has occurred, locat infiltration with an injectable cor-
ticosteroid and fiooding the site with normal saline has been reported to lessen the local reaction. Because of the pro-
gressive nature of extravasation reactions, the area of injection should be frequentty examined and plastic surgery
consultation obtained. If uiceration begins, earty wide excision of the involved area shoutd be considered.!

The most commonty used schedule i3 6010 75 mg/m? as a single intravenous injection administered at 21- day
intervais. The lower dose shou begmntopaﬁenmmﬂnnamqumammmduetooldage or prior therapy,
ornaoplasﬂcmnowmﬂmaﬂon alternative dosage scheduie s woeidy doses of 20 mg/m2 which has been

topmducsulonnunc;deneo congestive heart failure. Thirty (30) mg/m? on each of three successive days repeated
every 4 woeks has also been used. ADRIAMYCIN dosage must be reduced if the bilirubin is elevated as follows: serum
bilirubin 1.2 10 3.0 mg/dL—give Y2 normal dose, > 3 mg/dL—give Y% normal dose.

itis recommended that ADRIAMYCIN PFS be siowly admnmsrored into the tubing of a freely running intravenous in-
fusion of Sodium Chioride injection USP or 5% Dextrose inj P. The tubing should be attached to a Butierfly®
needle insertad preferably into a large vein. H possible, a veunsover joints or in extremities with compromised venous
orlymphatic drainage. The rate of administration is dependent on the size of the vein and the dosage. However the
dose should be administered in not less than 3 to 5 minutes. Local erythematous streaking along the vein as well as
tacial flushing may be indicative of too rapid an administration. A burning or stinging sensation may be indicative of
perivenous infiltration and the infusion should be immediately terminated and restarted in another vein. Perivenous
infiltration may occur painiessty.

Parenteral drug products should be inspectad vigually for panticutate matter and discoloration prior 1o administration,
whenever solution and container permit.

ADRIAMYCIN shoutd not be mixed with heparin or fluorouracil since it has been reported that these drugs are incom-

patibie to the extent that a precipitate may form. Until specific compatibility data are avaitable, itis not recommended
that ADRIAMYCIN PFS be mixed with other drugs.

ADRIAMYCIN has been used  concurrently with other approved chemotherapeutic agents. Evidence is available that
insome types of r chemotherapy is superior to single agents. The benefits and risks
ot such therapy continue to be elucidated.
Handling and Disposai: Skin reactions associated with ADRIAMYCIN have been reported. Caution in the handling
of the solution must be exercised and the use of gloves is recommended. if ADRIAMYCIN PFS contacts the skin or
mucosas, immediately wash thoroughly with soap and water.
Procedures for proper handllng and disposal of anti-cancer drugs shouid be idered. Several guidelines on this
subject have been published.2 There is no general agreement that all of the procedures recommended in the
guidelines are necessary or appropriate.
HOW SUPPLIED: ADRIAMYCIN PFS® (doxorubicin hydrochioride injection, USP)
Sterite, single use only, contains no preservative
NDC 0013-1136-91 1 mg vial, 2mg/mt., 5 mL, 10 vial packs.
NDC 0013-1148-91 20 mg vial, 2 mg/mt., 10 mi., 10 vial packs.
NDC 0013-1156-79 50 mg vial, 2 mg/mL, 25 mL, single vial packs.
NDC 0013-1178-87 75 mg vial, 2 mg/mL, 37.5 mL., single vial packs.
NDC 0013-1177-88 100 mg vial, 2 mg/mL, 50 mL, single vial packs.
Store under refrigeration, 20-89 C (369489 F). Protect from light and retain in carton until time of use.
Discard unused solution.
Sterile, multidose vial, contains no preservative.
NDC 0013-1168-83 200 mg, 2 mg/mL., 100 mL multidese vial, single vial packs.
Store undaer refrigeration, 29-8° C (36°-46°F). Protect from light and retain in carton until contents are used.
Mm
. Rudolph R ot al: Skin Ulcers Dus to ADRIAMYCIN. Cancer 38:1087-1084, Sept. 1978.
2. Recommendations for the Safe Handling of Parenteral Antineoplastic Drugs. NIH Publication No. 83-2621.
For sale by the Superintendent of Documents, U.S. Government Printing Office, Washington, D.C. 20402.

3. AMA Council Repon. Guidelines for Handling Parentaral Antineoplastics. JAMA, March 15, 1985,

4. National Study Commission on Cytotoxic Exposure—Recommendations for Hand!mg‘cnotoxic Agants.
Available from Louis P. Jeftrey, Sc. D., Director of Pharmacy Services. Rhode Island Hospital, 583 Eddy
Street, Providence, Rhode isiand 02902.

5. Clinical Oncological Sociaty of A lia: Guidelines and rendations for safe handling of an-
tineoplastic agents, Med J. Austmha1 426428, 1983,

6. Jones A. at al. Safe narvdllnq of chemotherapeutic a ganm A rapon from the Mount Sinai Medical Center.
Ca—A Cancer Jouma: for Clinicians Sept/Oct, 258-;

7. American $ Hosgpital Phar ists technical assi butletin on handling cytotoxic drugs in
hospitals. AmJ Hosp Pharm 47:1033-1049, 1990.

8. OSHA Work-Practice Guidelines for Personnel Dealing with Cytotoxic (Antineoplastic) Drugs, AM J Hosp
Pharm 1986; 43'1193-1204
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11 1 18 known or suspected that subcutaneous extravasation has occurred, iocal Itraion with an \mjeciae <oi-
ticostaroid and flooding the site with normal saline has deen reported 1o lessan the jocai reaction. Because of the oro-
gressive nature of extravasation reactions, the area of injection should be frequently examined ana plastic surgery
consuhtation obtained. If ulceration begins, eany wide excision of the invotved area should be considered.’

The most commonty used schedule is 60 to 75 mg/m? as a single intravenous injection administered at 21.day
imervais. The lower dose shouid be given to patients with inadequate marmow reserves due to old age, of prior therapy,
infiftration. An alternative schedule is weeldy doses of 20 mg/m? which has been reported

or neoplastic masrow dosage h

to producs a lower incidence of congestive heart failure. Thirty (30) mg/m?2 on each of three successive days repeated
every 4 woeks has alao been used. ADRIAMYCIN dosage must be reduced if the bilirubin is elevated as toliows: serum
bilirubin 1.2 to 3.0 mg/dL—give Y2 normal dose, > 3 mg/dL~—Qive Ve normal dose.

Itis recommended that ADRIAMYCIN PFS be siowly administered into the tubing of a freely running intravenous in-
fusion of Sodium Chioride Injection USP or 53 Dextrose injection USP. The tubing should be attached to a Butterfy®
needle inserted prefarably into a large vein. i possibie, avoid veins over joints of in extremities with COMpromised venous

- of lymphatic drainage. The rate of administration is dependent on the size of the vein and the dosage. However the
dose should be administerad in not less than 310 5 minutes. Local erythematous streaking along the vein as well as
tacial flushing may be indicative of too rapid an administration. A burning or stinging sensation may be indicative of
‘parivenous infiltration and the infusion should be immediately terminated and restarted in another vein. Perivenous
infittration may occur painiessly.

Parenteral drug products shouid be inspected visually for particulate matter and discoloration prior to administration,
whenever solution and container permit.
ADRIAMYCIN should not be mixed with heparin or fluorouracil since it has been reported that thess drugs are incom-

patible tothe extent that a precipitate may form. Until specitic compatibility data are available, itis not recommended
that ADRIAMYCIN PFS be mixed with other drugs.

ADRIAMYCIN has been used concurrently with other approved chemotherapeutic agents. Evidence is available that
in somae types of neoplastic diseasa combination chemotherapy is superior to single agents. The benefits and risks
of such tharapy continue to be elucidated.
Handling and Disposat: Skin reactions associated with ADRIAMYCIN have been raported. Caution in the handling
of the sotution must be exercised and the use of gloves is recommended. It ADRIAMYCIN PFS contacts the skin or
mucosas, immediataty wash thoroughly with soap and water.
Procedures for proper handling and disposal of anti~cancer drugs shouid be considered. Several guidelines on this
subject have been published.?# There is no general agreement that all of the procedures recommended in the
guidelines are necessary or appropriate.
HOW SUPPLIED: ADRIAMYCIN PFS® (doxorubicin hydrochloride injection, USP)
Starile, single use only, contains no preservative
NDC 0013-1136-91 10 mg vial, 2mg/mL, 5 mL, 10 vial packs.
NDC 0013-1146-91 20 mg vial, 2 mg/mL, 10 mL, 10 via packs.
NDC 0013-1156-79 50 mg vial, 2 mg/mL, 25 mL, single vial packs.
NDC 0013-1176-87 75 mg vial, 2 mg/mL, 37.5 mL, singie vial packs.
NDC 0013-1177-88 100 mg vial, 2 mg/mL, S0 mL, single vial packs.
Store under refrigeration, 20-8° C (369-46° F). Protect from light and retain in carton until time of use.
Discard unused soiution.
Sterile, multidose vial, containg no preservative.
NDC 0013-1166-83 200 mg, 2 mg/mL, 100 mL multidose vial, single vial packs.
Store under refrigeration, 20-8° C (369-469F), Protect from light and retain in canton until contents are used.
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